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Dear Joet km 
AS YOU @an now gather, 1'~ just on my day heaie frow ;~y long trip, and it 

will be good to get there. You will ales see Proz the lettorheau tckat ay Pat-:.~g,l 
affiliation has charged ( a couple of weeks ado) but zy lab and :~&.ling addref-s 
alli be as before for tiie tine being. 

I'm sorry tnat it was quite impocsiole fgr me to visit alaa& with Bernie. 
I saN him in Britain, and he tolu me of your interest in aieiiiilc his to your 
Parke1 of oonsultants, ;rghioh is of cours..~ a first-ciao; idea, I ,;nt!zer he 31s~; 
baoked the kind of emyiriual search for accumlators of us<fui inetaooiites 
thntwe havebean batting baok and farthr of course t%is doesn't have: to be 
just n-<Atari%? of E. odfir in fact F would be willing to bet that some Strepto- 
tiycstes wouldf:be even better as metabolic3 excretors: if youid care tcPlseo.t 
PriTer's at their own game, it wouldn't be too harli to Cinr'l even a. iysino- or 
rather dap-accumulaaing mutant to do the saz j&b better. However, it SBK.B 
to me a i;1Qre inaginative tack would be to speciify other peful ggoduetn. Aitor 
qll, it we.8 the realization that lysine was wortil aakin& even by this rount- 

about route that (to me) 6833s the r&in coup from CasiCa-PL'izlr. Se, you 
tell us what kinds of co:~~ounds you're s.ft::r! 

At Berkeley, I saw Ben Volcani again-- he'sactually bem worlcing, ai~ sucoes:- 
fully it turns out, on the isolation of or,ra,nis,~s that sylit TBY. 11" you he,& 
nqjare ti,:;e in an antiviral program, I would again recoiz?enit this sygroack; tu 
you. Bez!'s Lntarests are in the finding of ex3yms tix3.t nigiitbe use?ul irk 
sl4cidstinc virus structuri, 'but it would be hard to believe Cat the ti,e-a- 
peuticz yocsibilities would escape the rkOticQ of all his coll:~ej;ues at ttze 
Viluw LCboratory. 

The London-Ciba meetings w>re n.;t remrkably interesi,ing, sxcekt 5'~;‘ tb~ 
peraonalitiest hinshelw.>od, two Russians, a, Hungarian and a Pale inzluddit. 
Ey own summing up there was a) the alutationaseaection theory 05 resistance 

vm.~ pretty well naii*ti Liown, b) one oould try to &et aroun& the ,,sable.. C>it!;* 
by preventing the mutations Iwhich seakr~ ho,Jeless) or getting at bhe ricsistazltf*. 
For the latter, one observes that (by dofinition)tne original wild tgges sre 
sonsithve, andthis trait must therefore have some spectiic seleotive auur-nte_:~. 
The best I oan recommend, beyond further rou.,i;ne scT’e ,nin;, to get to the 
problem: is to screen in ad ition fo1 adjuvants which will have a particular 
e?-‘esct on the resistant varietiee, paeforabiy in the ;;Jrc;serme of the prjilaxy 
drug. Beyond d,ubt, stragtomycin-Ttc , and p2~~fzillin=sts~~-i are the two i2u;edirite 
tarets. I think I've proyosed this to you al-eady. 

All thisaside, however, the 'substitive c&notlsappy'prog sal still re..aii;e 
in my own sir-d as the most pro:aising novel theoretical ai;,;roach, amirmt 
just for antibacterial action, but-clso irk re tur;,om and v&~~sF?s. 1 InOilS this 
is gettiilg iL hard push! There's bserk a :,;ezting in N,Y, OQ br;ilogioal %ctioi:F ./ 
of 9.]i.:ylating agQnta, m3inly orient&. to ~l,lIi:;3?sp which ;iay giva sons :;<>yv" _) .3x1 
to this fire? Were any of your ;ieo,.le there? But yotz must km-8 the list 0:': 
real;&+& types the SloanG&tterQng anti Chester Beatty ~crond is invJlvr>, tiith, 

A final note: there has been a scatterin& of >ronising results in the use 
of uanow. ati splcan iqlants as an adjunct to sxperl33tal tumor therapy, 52s~. 
cn the Dretective affects of these cells for radiation injury (i.e. the re~,lac+- 




